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(54) TiUc: PATCH FOR TRANSDERMAL ADMINISTRATION 
(54) ^J£S-5fflW#*J 



>^ U — 

DO 03 
C *5 O 

c c s 

o o CL,^ 

< £ < 



o 



C!7) Abstracl: A patch for transdermal administration exerting a sufficiently high transdermal absorbability of aCOX-2 inhibitor 
and an excellent antiinflammatory effeci. which is characterized by comprising a substrate and a pressure-sensitive adhesive layer 
containing a pressure-sensitive adhesive base and a drug and being provided on at lease one face of the substrate, and the drug being 
valdecoxib or a pharmaceutical^ acceptable salt thereof. 
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[0 0 0 1] *58Wf4. 3t«rfc£. tt*»IXUl||«bSr^Wi-S«i#*I»iS: 
[0 0 0 2] MM(D® J 3-&k LTIifiS, fc^-feAtf^ ixn yTTS^S: 

y — aits ^ u x as > ii Km^btix^z mm xnm& ztifrm 

— iS£^^(D^ill4^L<{£v\ t<Dtiit>, S&ttM&m^X Buffi 

[0 0 0 4] — # % y *^?H4&A«^ B8«i^ K«ifiEttX : t5aE^ttfl8»^A. 

if- 2 (COX- 2) SrW*Wfc1&*U ^-fbS^BJf^ffl^jfefifett^te^-^tLS 
3H8&l¥£ UCOX- 2ffi.«3W3&S3S¥M**tt"C*5 5. irilWOO 2/02 
l l 1 ^-^fgtcfcv^Tf±3 4 - (4-^f;^;i/*=/i/7s-;i') 

-2 (5H) -77/^ (-^p7j3^>7) ^4— [5- (4 -7^ A' 17 
25 - 3 - (MJ 7;Vto^f^) t"7/^- 1 —>(A/\ *<l/^/—?V7.>\, 
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[0005] ua*ufc#bs 1WrlB^«^t|B«t*^^Tv^5l37*3^^ J ^•fe^ 
=I^vy^c4ov^T^^M^4«+^^^^-e^^^ofcfci6, cox- 2®« 

[0 0 0 6] #3893^ ±|5^^©Wr^llMi-^T^$tLfc^OT»$> 
19 s COX - 2P£#^lJOlS^®^tt^+^^l« <#^^^^^#i-^^ 

10 [0 0 0 7] ^^b^ ±|BP^^it^-r-<<^W^%*^c^. 4 

_ ( 5 _ ^ f 3 _ 7 x - y ^ t 4 fM -O-tf^/l^^T 

* K (_ ^^f=>^^) (i> COX- 2P£«lJt ItiitSl^tlT'fc 

[0008] -r^^ *^w<DU8L&^mtettmfe, ^nw-t, rnxn^co 
20 [0009] ^mwtDmfc&^mmmz&^Tfe, mm^m^nt l 

25 [0 0 101 3El-s *»WOftjfta#ffllAf+?«^*5V>r«: N tt**»IRt*3Rtti 
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2) Zs?u7 s *rXhVi'%.Xfi*:(Dmmfc. MOT: 3 ) foftr*^ 

5 [0011] illl v -y W— * M^3EJE^3* J E-7*/V'^*5»t 5^1^7*3 ^iX 

/©COX- 2pJ.$£iJ«b LT©iIfffl^W77ffc5o 

[0 0 12] H2I4> 7? h7J7^-^#ffi^^/Wcjott5^^T"='^v'^ 
©COX- 2|S.##J£ Lt©^I^fflS:^t^77t?fe5o 

[0013] HI 3 Si. 7 v Y-bvf—lsBMM^'rMmstt Z>*A^=*iszf 

io ^wt^ v ^m^mwm^m^m^-r^v 7t*fc5„ 

[0 0 14] BUttU 7 y h7J7^=^#it^X/H^fctt5^/l'T r =^iX^ 
[0 0 15] £AT, ^PJ©^S#^IA#^J©^5i^^Jfe^Bt-ov>X^ 

15 n:K9H-s. 

[0016] ^0^©^^^i£#^ij(i. xwfct, mm-imfc<D'pt£< t 

20 [0 0 17] ^^^©I£#^J^ffi^ k^^J^&ffci: tttt, l&MfflWi&^WL- 

25 mfbtlZ>* 

[0 0 18] ^fc N *:|§P^^^^^^^©J¥^-fi^lt^MPS$tt^v^^ N .g;^ 
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#5-1000/1 m©*BrtT?*>3 - * ^V\, ^ttfrOff^WKTHHl 

[0019] *«W©Kf*»fc*5V^Tt4, ±IB©^«rfr±fc N _«i#a»IRa« 

[0 0 2 0] *»WK*5V^«*i: LTttffl$ii5^A^3^tt^ TKfll 
36* (1) 



NH2 




-e* * ^ « w [ 4 - ( 5 - * s - ■? * y y - 4 - -f M 

^^^75K]T?jb5sCOX-2 »**9 itt ««f 5^ teTIB* 
jft(J. J.Talley et al, 

4- [5-Methyl-3-pheny 1 isoxazol-4-y 1] -benzenesulf onamide, Valdecoxib : A 
Potent and Selective Inhibitor of COX-2, J. Med. Chen,, 43, 775-777, 2000) 



WO 2004/01 2734 PCT/JP2003/009830 

[0021] *wx\zfrfrzmw(om&mzmMm£ftts:\<^. %&mmm\z 

LTO. 1 — 5 Ofifir%T-£>5- ktfWH LV\ 

[0022] **wo^t»#^wf+3W»-*5»t**!i#3W«f4^ ±mmn^uK. 

10 ^^i^^WLTV^ti <fcVV 

[0023] r©i^^XTOfitt(t — fy/i/y-^f 
jKHy^fi^^s ^y/i/y^X xf-uzs-zf* 

20 [0 0 2 4] 7* U/^i^^t LTI1 TV^^SO^^J&S 4 ^Ji, 

T/V= 3 r/l^S^7 f ^/'l/, 'O'fvK -^^vVK ^T^/K ^~ ^ ^VK 7 — /K 7 V > 
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[0 0 2 5] £fc. _tl5 U ?) ;vmTJV*jV^*^rMZte>&m\^fo\^ 

■w^rf (^) r^y^su jfa^Bt* *ew^^ *s*-^w^im*©*^ 

^fi/y7/v$y^ ry^^yH, ^^^ nk ' 
r^y/^T5:h\ n — -f^jvT 2 y k k> N-^^ci— ^) y^ 

/ol?vWil*7VK 7? U/V'Bfe tert-^A-T ^ y xf-;Ux^r;^W7 

it?) 7? V f^-v'if^^T/i'f© O^) y ^7^3^^ 

TVi^/i^^x/K U^) 7 ^ !) f 7 t Kd P ;^^f;K ^) 

ifwy^!)3-;vx^f;K 7? V J^Wi* h^Sstfy =.7-uisjry =— 

(;* 7* y r y /K Sfcffct^/K t°^->-^t*^K N- tf=A— 2 

if^y^yy, tfx/vt^^^^ t^t^^y, t^/vt°n— /k 
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[0 0 2 6] ^blC, T^U^il^itTfl 2-^f-jU^^>/^T^ V 

# N #|;tfcE. glp° B i»**20 00 ( 0 *E&&8&n£!tft£!B*) 

/i^ • siFgfctr=.A'=» j# y > t ^ y 2 — ^^-/w^df-v/w • ^ ^ ^ y 2 — 

10 ol^/W^v'/V • ^ ? ? V A-lfc Kf^*l^^s T ^ y AIM ^A ' T 9 9 As 

m 2 -^/w^s^i^m^tf^^Av 5 3 >\ y ;«7/v-^ y -at ^ 

y«^tt57^ y /^5SJ«^#©tt3|F3W, DURO-TAKT^ y A3&*£lJ 

15 [0027] ^m^^^mmn<Dm^Ai^m^mm^fi^^, 

m £fri%> fc-^^fi t Ul 0 — 9 0lt%T-$)5ri:^ LV\ 

LTttr^OK^*^ 7 — 63 ^©ffi^Jt** 3 — 2 7fi*%T*fe 

[0 0 2 8] **M©^a#ffl««-*lt!:*5»t««i*3W*fi> JtCldfflXtftt 
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Jaffna*. ^^6~2o^0^it, nmmr/^-^s mmm^*^^ r 

#S593fc*3VvCBu ?Li£^7Vl-gi. Rfl***^*** ^-y^/l^O-m^^s 
^^VW^JMb-fr*^ (A z o n e K ^y*^ (A zone) ^i* 

;Wtf^^J3g^^^T-/^ (Sp a n^K y/^-h^b^ (Twe e n 

mmt&yn. (Hcom)> /Ky t^r^t i-^t^^-t;^ ^ 3 ®^ 

[0 0 2 9] ittfe©RiRfll36ffl© I t'-Ct>^ tf^Pi'Bfe. 

^y*^sfe. wyyi, ^y^ry 

y^ d-W^Ks 7Dy/V7/^^K 5 

/v. y v y >-^y 7 # y yg^=*~>vK 7 1? y ^b*^* y ^ h\ 

^ y ^fy^y^ptx ^y^fyi^y^K ^p^f^t^f^K 
^ ^/p*^>K-fe^K -^y^/« N i?-y^/^^^/K 

«^y/K BfcBfc^/K gt^-^ntVK y7-t-/K 7-=E— A\ ^^/-/K 
r;vt^^--;K l-^r-ZK aOw^n-zK d-P**^ ^^^^ 

K ^yir y y^e/^w-K k ^y-ty^^y^- 

2 0, 7°atVy^y 3-;K ^ot'WV^y 3^/7 K 
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y ^■^■^^f-^l^y t? JJAol— tvK HCO-60, fa^^-x^^s ^rV—^ 

5 j —;vt ^ b\ ^p-tu ^^y^T 01 ; b> ^y -ty b, ^ 

5 y-t y ^^E-y^-v^— h N y/nf^y^/^^wb, /Pti/y^u^-/^ 

[0030] *BW^-* a * i 5^aiIxffi^^E^ft^4#^-*9l8■*tb3^cv^*^ 

< N 0. l~l 0SS%-Cfc<5w£a s «fct>#£LV\ BRJDHE5i3W«>iB^fi:dsefna 
15 [0 0 3 1] *»WO«&ja^ft!J#3W^*3»t53|S!i#«aJlW:x KflRffiii 

20 M)y N MJxf/i — (a, jSXtev) -^pf^M)^ 

jSXttv) -V* a^dr^. b y >\ 2, (a. £ X»i 

y ) -^nr^MJ^ 2, 3, 6-h!)^f;i/0-^f^- (a. 3Xtt 

25 f i) 2 - fc Kn^i/7*o (a, JXttv) -iX^ci^dr^ b y 

>\ (a> -^n^MJy, 2, 3 
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t «fcv\ 

[0032] ^<d£o tai/f nf^ K 9 yxt^oiif i: tTtt. 7K^t4 
-^nf>7 f y >\ 2, 3, 6-f!)^f^O-^f^- (a, flXfiiy) 

3 _ t Kadf;/7 p at>- (a, /SXtty) -^of^M)^ 2, 3-v* 

h y uv\ itibc^n^ h y ^xwt-t 

[0 0 3 3] *»Mfc36^»5 pt^* h y ^Xtt-5-©^*^fiB-g-**i# 

*fl0] ^i:0. 05 — 1:20 (-^/Hfc) "C*)5ri^»tU<x 1 : O. 1 
— 1:10 (*r/Wfc) tfc?>r^U!)$ftU\ r- P ^<DW£rm. 

[0 0 3 4] 5E^> **W©^a^fiS<*ffl^^»tSlte*^*i^r3SH?S«r^ 
f UTiJ;v\ ^Wfc^S^TlBWi: ttlt ^^^^ 

,p$s) x ;*^!7 7>\ *^!7V>\ *I*5R^->f^ (^-y-^^s y^Jfc, T>£b 
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^u->^y=i— * c y ^u^y =— ;k f-y ?vv@£^y 

5 77^y, TO^Ky ^ n ^ 5: f ir^v^Sgv^^/K 7 ? y 

^i/yu^j: iQft^ b< % ^y ^«Pv^y = — UV\, r^bO"5JM 

[oo35] ^pj^^/5^"6TM^j^ia-^*ji#^^JPS^H^v^^ N %t;mmm 

\Z<S&frZ>fc&®i£&&mmk UTS — 7 Ott%tifc5ri^L<, 1 O 
10 -6 Oli%tfc§r £:2S«fc V) uv\ ■5TM^JoiB-^ft^tulBTPmit*^-e$> 

[0036] ^fc, *mw<Dm&&^mf&m^&tfz&mmmte&mm^ 

15 (nv^ □ ^>-co^y ir y >-^^x/K 7kiov?y s Tktsnv?;/ 

(^^fyfyB-no (n*-e*^#M) T/^^mm (^!)7pyp- 

Jig, ^^V^I^j;l9 0^U<, B§^t&fP^b7l<^^^#^0 ^ UV\ 
[0 0 3 7] ^PJ^^^^*tt^OT^ffi-^ft{±#^^i^ 5 S$tt^V^^^ 

< N 5-60 fift%-Cfe 5 r £ ^ £ Y) bv\ ^t4#-^TOOiE-^*^Hul5 
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[0038] *&w<Dmfc&*mmmz&tf%&mmmttmmM& 

fLSU -rW^BL tf/n^SK i/a^l, ^/^^ fi^SMSOs 

(7^/nfe % -p-y^vufes £&#bk r-fe^/^y ^/Hfe*?k ta^a- 

(^^^^/v^^s m^^^/^v^ 7°nt>^;^yis ^ 
L<. S»& s Wfc0*l^\ r.jxe>OW«»«f4. lffiSr^rcffi^-C'b £< s 

[0 0 3 9] ^p^^^^5W^^^ia^^^^^^^^^ v ^^ tt*^ 

®4i^*iL5«fk-a-^ftS:S2i*i tto. 0l~2 oii%tfe5:i:» 
U<s 0. l-l 5lt%T?*5r tiU5ff*U\ WttlSHS^Sa-a-i^^lE 

[0 0 4 0] JEt-s ^SBWteasv'^TWu ^Itf&ct^ ftSMfeflk ^EifcSk 3£ 
A^^SSK-fbfflli: bXfis h a 7 a n ii b©a^f T*=,v 

S^^VUfc Kn^v'b;^y(BHT),7^t Kn *c*/T~V— LV\ 
[0 0 4 1] ^^JtLTfis ^/l/i/^A, »^v'^, *-^ifet£ 
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[0042] mmtvxtt.. r^ymm. ^^y-^mm, ^tf*^mm. 

[0 04 3] VoUmt LTfi, ^^S'Sf&Wfe^^vK ^7^-^v-^S# 

[0044] m^mm^mt utwu p-75/$,ifiii^ t^f?^ 

[0 0 4 5] jiib^^^Js ^sbsrl smrjuu B&jssak m^m^m<D^n 

[0 0 4 6] #3PJ<^£&^8&tt3'Jte> strsa^fto^ft < t -h—^<Dm 
[oo4 7] *^0^©i£#^J^ i^^^Jii^#^st>^-c*feo 
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[0048] sfc* *&mtei>*fr&ttmMm<ommftmzM&£fi>ft^&> 2 
o~2o 0Mmt'fc5r^«u\ &mmm<Dmm&wffiTmm&ffi~?frz> 

[0 04 9] ^PJ^I£#^J^Kt^§^^ffl^ ; S^^ L 

-cfi s ^ffcftjfcwu 3L=5-\s^\s-7 $> v— h^o^y ^*7vk ^y^b^ 
[oo5o] mmm) 

[0 0 5 1] ^m&m. 1 
£*T<Z>l»^i£ 1~12: 

1 T-fe b ^^7 = ^^ 1 % (w/v ) 

|^^^3 ^Dk>y^!)=>-;^ (PG) tfWVT 5 ^^: 

tt»^?S4 5; v ^f-^m^f v-?* xa* c 1 pm) ©^73^^ 

Mfe*89R5 T-fe h^^-t l^adf-v'^ 1 % (w/v) 8H£ 

25 «8WS?S7 yPk-V^y="-^ (PG) (Dir^^^i^n^ 

8 yt-f y^PtVl/ (I PM) 
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gfciftt$?fcl 1 ^P^V^Pa-A' (PG) ©^7x3^^^^ 

2 * y y^otTA' (IPM) ©D7xn^^fD^I 

[0052] 3fc-?\ ^Tw*^**fm&j*&f»j«u K&m^^^^—m 

cm 2 ) ^ag*Lfc 0 ^Jt^SCSlRiJ^-fe/W^K^ — SSiUTKWfiRl 
Wiry^— Jli: LT4 0% (v/v) #yxf vy^Jj 3>-;M 0 

io o /^s^Tk^-a^&Jsv^T 5 m i /mmvmzx- 2 b#ksu: 2 4 mmt^*^ 

15 1 ^7r:-f- 0 

[0 0 5 3] 

*1 





T-tz h > 


a»/<9 5-f > 


P G 


I PM 


man 


( x/ g/cm 2 /hr) 


(^g/cm 2 /hr) 


(ju g/cm 2 /hr) 


(jug/cmVhr) 




0. 59 


0. 41 


4. 10 


2. 97 




0.3 


0.00 


0. 90 


2. 04 


xi 7 => ^r\yzf 


0. 09 


0. 00 


0.00 


0.00 



[0 0 5 4] *1 lIl^Lfcife***^ 91 5J-n ^/^^v^tel? >a 

[0 0 5 5] ffMti (7 7 b'f^ fMMIM) 
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jtei\ fcM 130 ^9AfflgO SD »tttt9 y h &JBV\ Randall & Selitto <Dj5& 
[Randall, L. 0. and Selitto, J. J. A method for measurement of analgesic 
activity on inflamed tissue. (1957) Arch. Int. Pharmacodyn. 4, 409-419] 

5 A) S:BEJW*«J*»I*aO^« CAnalgesy 7200. Ugo Basile) Sr^V^"CS0^U 

[0 0 5 6] ^i-s /^f'3^i/7'© 3 % (w/v) T-fe r f&m& 10O/i Lfo 

fc+#fc:E;jfc£*fc8U JM^EfifrfcTK:?* fSrfflSU^-^JR^U^o - 

Lfc„ ±BOSfe*^ b 3 B#WgL LfcJttHMMz: * t> 

^ftT-f-^. b (20% Baker s Yeast) £r 1 OO/i Lfo^TftWtt^g^ 

¥^it±tI*PP^I£^^> **f*P<0. 01 T* t^MM&V) (Student' s t-test)j £r7^ 

-To 

[0 0 5 7] E8H!:*uyt3fe*^e>Wb^*J:5^ = Jl#> 

II li/^ a — - t?PJ.WJ (C O X - 2 P1$#J) £ LTft^tl^f £r 

20 Hi" *Sffc® * ttfc 

[0 0 5 8] f|S|3 (7^*7^SM) 

3fci\ mho ^^Afltr^^ sDZkm&v y b£ffiv\ lispbo^fe [gi^— 

Screening <DtttfKM& -Adjuvant H*#fc J: att#««>*Jfc*<1971) 
J^ffi^a 5, 169-183] KJPC-C, ]E*B#C5*«JftSK*PS«8[<inL) «T7K«lft^ 
25 (Model TK-101 CMP, Sl^WKsS^tt) £^T$3^ Us Pnl¥<Z>¥ 
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M*(?t)= [(^3B#^^©J£^(mL)-IE^OS:^(mL)) / 
10 " IE#B#^a^(mL)] x l 0 0 
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